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£ ^ , 9€-. «^S°lH (Vanilloid Receptorl. VRl)ofl 5\o\\\ Zj# 

3 *l*sl^ S7}*fl# sf*a***l 2^#o|) 

©I'd 7W2 5U£r E|i^?flo} ^s*l2J ^oj*^ £2^0} «o}£ jqjfl 

7f 7}^-eMl 5]Sio.ui o]ofl ^71 tfl*} *J"§-°1 *1*]*1.2_£ ^ 

i 2 
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armaceutical composition having improved dissolution and bioavailability of 
ourea derivatives} 
l*}2) 7V^*V 

£ l£ l-(4-t-^-^€^)-3-(3-#^iLS-4-Dfl^iyoFDlii?l^)^5.^«lo} ^ 
(O) 3! 2 (•)ofl cH*V Al« ^3f# i^Ejvfl azflHolc}. 

i 2^ i-(4-t-«««)-3-(3-#«a-4-^^«ayo>niit««)Eia-?-^|ov m 
ire 3 -a^i 

^-g- B^£olS ^-§-*fl (Vanilloid Receptorl. VRl)ofl cfl*> SJojy- 

# 7i*u sijm y-e-^°j ej^^m*] -*fi*i3 *sfl£# 3^*1 

4«^:&S3 o-i^s £&*r£r «Mfl«**l 2^§°fl «t 3<>m. 

^A}o1Al (capsaicin; 8-methyl -N~vani 1 lyl -6-nonenami de) £ ^=1 >Jn| 
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3§ . M&S\°\ & X^S. Pharn. Rev. 51. 

- 159-211 (1999)ofl HjilSlol flcf. ^AHAJo cjoj** ^tfl^d] 

£ oH ^4o|/j 7j*fl ofu|E| t}# ^dflT^ofl cfiofl^£ }=.*|*| 

fetp. 0 I*M^ = #-§-*M ^AjolAl, #ufy (oivanil) . ^uPd (mivanil) . 
-5018. SDZ-249482. eflXJM (resini feratoxin) . 5.^ 

^SlJl Sl^U ^ ^-ofl oj- ^o_^ 23. pp 

1-538 (1998) ofl iJISloi ojtj . 

anilloid)^ #33^r ^ -S-AWS) ^sj ^-6H^# 3l**Kr 

^A}0|A1^ Oj^ Al^ofl ^S^r ^**l°fl ^-§-*H Z*£. 
# Ol7>. «pV <S<>1£# 7^*»H 4ftM1fl£S4 i7|<H| t^l # o?] ^ 
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Neurosci. 8. pp 3208-3220 (1988H) <g^7\ H^£o1 = *S-§-*]^r (VR1) 4] 

-°flo* 3 ^Sfl^^ci] {Nature 389. PP 816-824 (1997)) o] ->-g- 

^ «A»o14!*(«PdS 0 lH) £ D J °fum £1^. # *6fl*H*£. *! 

% v °l m^Stf (Afef/roz; 21 . PP 531-543 (1998)). o|^*LEl «^^olS ^-§-*Jl^ ^ 

7i^# ^*g^ ^^.s ^siji sm. sie°n£- u^^olH 4>-§-*fl3 

^l^SJSl^tl] (5c/ez?ce 288. PP 306-313 (2000): A'aff/re 
5. pp 183-187 (2000)). ^ a J^fofl Si^A^ D}^i5} *}o|7t <g*H?. 

3 #^2^*1 CflB«>3 a «J#0| #of£ ^o^^ Llem tffiSW ^ofl^ 

O) ^SM- 

JJJ^. ^Aloi] £.£6fl -g-^H} *6])7^# 3%**Hr 7l^^oj 71 ^# £ D J o> 

2t. ^oq £ ojai S5.0174S ^*>^ 433^. . 

. 93 <3#^ .goj^ n^^sy 3*34* t^MdI aj^ofl-. 433^ 

%2f°l #^5. ^I^SlJ! fll* (WO 99/00125). W# £-^°\)M ®A\o] 

CGRP (calcitonin gene-related peptide) 1-21 •£! : 3 5 ME.f- -tr^ol) n| 

^% 7^5. ( 
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g. D/s. Sci. 45. pp 830-836 (2000)). Uf^^oJS ^-g-*l i^*]^ ojsj ^ 

-*} 7|^# «>^^o!h ^-g-aflsj 2^«£S>1 #712] cj°<m 

ofl cfl6fl oflitf ^ 7^o| DJ)^ fe C^J2 #cfslc+. 

m\ WO 02/16318ofl -§-^s] tt^Al^ in vitro ^ ofl >^ Hf^o|c 

V ^i^ifloM] §ofl cflslo] Vf*^ol7l«fl§-oi| ^ 

Jl^ *J]*J|3 ?mS. ^tHE! 9i *J*}*V 7fl^]7} ^ 

nfl*}^ °fl# «-±}| * qf^oj o j74 37| §ejol -g- D fl 

0|J!74 *> Jl^ 74)741S] <g>go| 7>^-^o.l4 o_Ij>£ ^ ^ o #7 ^^>^ 

371) ^^7j aSt^Dl. Stt S^o^ Ojgfl 

i*Hl 7}V\^ iSiool Tj^Sl^. 
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SSL^i" 7l£S*l£ 0-1.4-^^2^1^ ^t^s ^ 
4- Lfl^^r t-t^^. n*B}4 ^Jic* ul^o|(>) ^^-^o|^^ a]§ 

eejoj Lfl«-^ i^5l<H 3^ 4* 5tm. «J U J*I°.B. 

a)#B^J>:B?!£ 5£9 'E+SP* 6. 7. 87floj Q -A|^£«j>,EeJ p-A|^cq>; 

BW -§•-§- slo| #c*. xl-^^tfj^eej^ <S^*Mr **^oj-. 

r^i Journal of Parenteral Science & Technology 43. pp 231-240 (1989) 2} 
araaceut ical Research 14 . PP 556 567 (1997) ofl iHS)^ SJcf. 

eiiHS! -a^MHS^ 3^21 i-mmol a -§--§- 

0 J^£-« Ul^^l -§-*Hi(^ 100 ml ^ 1.8 g) B 0 -A] 

Hl^oi SlH^l^S^. ivflAj 6SJ tt«7ie £fe 2°1 

Jl. °fl# 1-^ *lH^A|ifl^7|. *lH^!<>i)%7l. *1S^15S^71. SlH^l^-H 

*H ^Aj 2-fflH^Aln^^-p-Al^^^E^o. ^ofl^oj ^. dfli7 > 3 j! =-^Aj 
71 nfl^ofl 5] 3^*)*)B 4f5l7M A|# S cq^B^ ^-i^ofl 
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t\o\^ Journal of Pharnaceut ical Science 85(11) . PP 1142-1169 (1996) ofl 

o|-§.ft} i^^^ofl ^*M^r US-4727064O11 -M^S^^H?! 
5.*!^ nfl^ol] S«H*I?U *l-§-^ ^-§"^ Dfl^oll 7M°1 ^§M1# 

^^7f £*|51<H $m. £«h US-4596795°I] ^ XH^MI °r£*U 
^#*]Sl 91 3^ Sioni, US-4371673oflb 

£ «>^^o|s ^-§-31 zJ<& *t-§-# *1M;2 ojo_u} #*ti£. 

°J3^ 3J o|#a:## stasia 3***1 se^ t4i^ib 
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i-i*] a^J! ^^J?.^ *\%S\±r 3£#*Rr ^§<H] £ 

5**^ 1] 




it7V3t^7lol3l. R 2 ^ ^± ofls A | . JfSA| o|i£ £ s 

# 
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^ofl ^S^yM*] WO 02/16318ofl J£IL^ tt^a} #<y*f 

IS] Z)$.3-Z\)o\X] ^-5.^)^ SO 02/16318011 oj-^s} »j*go$ ^ 

(4-t-*fl2 ) -3- (3-#^S.£-4-Dll IHii'd o^l ) El -SL-^floh 

(4 -t-«.^igi^)-3-(3-^S^-4-ml^S^o>Dli^l^)^i^£flo}. 

(4M-^^^^)-3-(3-Dfl^A|?^^-4-Dll^i'do>D|i [L «1}^)Eli-^ylof. 

(4-t-^l^^)-3M4-Dll^a i doH3lt J1 ^^)^i^£flo>. 

(4-t-Y^-2-ol^^^l^!^)-3-(4-Dfl^S^o}Dlk.^!^)^5.^^oK 

^ «M|*^o a ^#7}^-*V aoj <$o]z\. ^t>\ 

(4- t -^^^^)-3-(3-#^j2. S -4- Dl ]^ 5 ^o>D|i [ ;^^)Eji^ylo}oli^. 

cl^-7^*f a<*l oi^.o^ >y^sq ^§ l^^ofl tfle}of ai 

Sife- ^I^^H^ ol)S.M^ a-. {3-^^- y *I^5.^H^ oil Ells 

^ oflBflH ^ Aj^^^^E^ol ^uj- *lH^ a# ol Dfl^ 
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Wl^ofl^£| «l*J*fl. pH 2:^*]. ^«>fl. 
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ofl <^<y*^ #tmjl Si^r °M!£3. a ^Aj-A (diffusion layerjofl^ ^^ofl 

^if.^ S^r ^ItS^liH?! ±;2.*$M »d^-^ol E^i^ei|oMl 3-£*J]7} 

£^ A|s^^^EEl °-^^]^ -g-^V (hydrophobic cavity)ofl 

Vs\¥M °A^s\ afiSf -g.oj, # ^/gxi^ ^ oj^ 

°J|§ <2jl b) Eii-^iK #s.w^ #7i a«v -g-^oii 7 r *> ^ ^i^iM ^^]?} 

#i\ -g-eflSH ^2J*V £o_I|o| nfl^ ^«V# 7fl^* r JI c) -§-nH# ^McH 

U^S] q|^^ -^tffc ^7fl# S^CI^- ^t^ofl oj efl *lj^C}. C*7fl 

§^2^. ^-^^ -Jf§^ ?j^ofl £]*fl 4*^^. 

^71 ^-7l^Dfl^^ tS£I§. tn]%§. ofl^#. ol^a^^ 

. ofl^ofl^^le. ^ofl^oi]Ej]3. qul)^oi]Ei]2. niestclHSf 
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°J*> £§£"5.SJ JM^** Jl^XlXl ^<L>ofl *J#«> £-^3 ^Eflf- 

^-Dfloil ^7}ir Al^S^>;EC| X] 

$m3. X^S.S. XI £7} 7}^5>°S *fl § 7fl^ofl ojoj ^wjoj so] nfl^ y 

7^U o^Cf. oU# S. ^ X1X1N# ~r*$ ^S.^. 

xixns. a=£ e^^fl. ^m. 3<t>. ^ s 

£fe X|Xl^ X]^2}7> 7}^-*m ^^-1" 
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«*0. artW. AM #©1 5Uc}. 

oUflolB. ¥3. 41 Bm 3Efc ^tflo^ ?ot£4 l}e §) s - (ofl# 

4_mi 3*3*15. =-^*> a?*** ^ofl 

##SJ ^<H1 ^ 5tm. *l*]^r *UW*fe 
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^5 3*1. 3*fl. S^sj j^iysi ag^i, Tfl^-g- £°J. s 

^ ^2] 23-74 of#°l 5^7> #**ofl^ ^upig- *l^f 
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W**y *7l ofl^tfla ^#sict. ol^oj ^]^|- *j A ofl f-^SM) . 

4*1. ^-O) ^HflEM ^ ^El# 

oil ^^2}*M>4. a}-§**13<H1 ^ SlSL^r oiii- ^ 

3^§oj ^^-7^*1 ^Oj-H- q|7j]o] ^|^o^^ <3J_. 3 ? d. £>3. 

5J 1- ^ Si^. O^*} 74]*^ y^ofl o^j} - oj^ 

^3 £>3§0| ^-g- 7 ^ftj ^o>^. «o| ^\2l ^0 S - ^^^^ -=L^*J 
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91 <>l^Sl*MB^ ^° ^^s}^ °J>i>. ^-2} 

^ ^£i]oj e^]o^ oj]^i=- oflcJ]B>i>ol^SS. 



35-18 



^ofl^^fi} #e]ol]^ai^Eil-. ©alH^nlS^. opaj^s.^. ^ 
^ . s«V ^«d^-^°J 13 ItSii. a - IfSii. 7^£ ^sax|oI)^ 

fSii^B§ #3 ^fsii^. eis^^lHS^ 7>a 

fS\ ofe|ulo}7j, B^7pjB 3. ^^a^^S] 3^. #^al^jm#^ 

a>-§-*> ^ sue*. £ *v ^i^ofl- #apa*|*j. i^74i 51 U <J 

*1 ^# ^ 0|^*> «J|^. oflf ^ >:*eJ|o| 7|^ 

*}^- S^r i-fr ^ 51^. 

4#6}oj Jl^l^Sfl cfs- JE^r *j<?f^ ^<8*flS} »mt\o\ 

£>8§£ ^-§-^1^ i^ofl Oj]S. ^ 

t*. n J A J 4! 3*8 3 S^f-. 
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*J°0 1 

0.4 g ^ ElS-^lof l-(4-t-^-^^^)-3-(3-#^iS-4-m)^a^o}n| 

^^)^i-r-£fl°K^§ 1)^- 0. 1.5. 3.5. 7.0. 14.0. 28.0 w/v %S\ 2-S]H^lH 

€-p-^l#S^l^S^ ^-§-°-3 10 ml ofl 7}ti}jL 72A|7} * 0.2 

m 3£ o)<q^o} 1# ji^^ 3S o>sa2flai (HPLC)S ^ 

58 cj. 2-*l«^B^-{W|«^J==! -^S.o\] a}^ 15] -§-6}j5L# a 1 
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fi 1] 



(m/vt) 


**H£ («g/.n 


0 


0.01 


1.5 


0.40 


3.5 


1.04 


7.0 


4.18 


14.0 


12.23 


28.0 


28.99 



§ 12] £61] £7} *<^S]*r 3°1 ^°J5151^. 



2 

0.4 8 2| iM-S^W 4fi*]j l-(4-t-^^^^)-3-(3-#^i^-4-Dfl^>ya^o>D| 
»5!^)^i^|oM^# D# 0, 1.5. 3.5. 7.0. 14.0 w/v X2] 2-*lH^I=S*?- 

^-S-*}^ ^*!##°-*}(pH 10.5) lOml^l] 7}i\JL 
A|?J 0.2 pi ^31*13. ^ o}°-^2] 1# 

sa^flal (hplc)s ^tftsm. 2^lH^^H^^-p-Ai^^^liB?l ^°fl 

12] -§-*1l£# H 2ofl i^E^msic}. 
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3. 2] 



-S|J=^l=£«-fl-43£ei±Gg fe£ 

(n/v*) 




0 


0.05 


1.5 


2.70 


3.5 


4.80 


7.0 


9.62 


14.0 


18.01 


28.0 


32.47 



am 1-3 

Jl 7f*M 100 ml^ oj7|ofl 2 gSj EjA^o) ^5. 

1- (4-t-^-lJiS!*i) -3- (3-#^i^-4-Di1^i^o}nli^)^)^5.4.^of (Sf^S 1) # 
101 ^-^cfl^ mm*) *1%*> * 0.2 umS ^^S. oiHf5>Jl ojoj| # 

& 3] 



3*13 






^1a|o,| i 


2 g : 


14 g 




2 g : 


20 g 


^|a|oj] 3 


2 g : 


28 g 



^"U 3 



5 gSJ Eli^elM ^-i^} i-(4-t-^«a«)-3-C3-*?£.£-4-i4|^£^o}ali l : 
-iDeJ-i-r-zfloKSttJ^ D# 0. 1.0. 2.0. 5.0. 10.0. 20 w/v X£] 
olH^)^S^-{Wl^5. l 3^ii^3- &**\tr 95% ofll*^ 3-°-$ 100 nlofl 7^}Ji 
72*|# ^ 0.2 po oj2}ft> *: oJoJ}<£°) 1^- 

a 4] 



(*/vX) 




0 


19.72 


1.0 


21.22 


2.0 


22.65 


5.0 


27.22 


10.0 


34.15 


20.0 


43.47 



A|oq 4-6 

# 100 mI5. * ^7lofl 4.5 g£] tMi^tfM 

(4-t-^«fl^)-3-(3-#^iS-4-ifl^i'doVD|t I1 Bn^)^i4-ifloH^«§ 1)# 7\ 



a si 





a 4# : 2-*|K*4»£f|- 




4^1od 4 


4.5 « 


: 15 B 


4|a|oi| 5 


4.5 8 


: 20 8 


-iM*] 6 


4.5 g 


: 30 g 



(4M-^«5^)-3-(3-#^iS-4-Dn^a>do>n|hiSn^)^5.-?-Zflo} 20 mg 

SS-^-p "^l^-^^riB^ 280 mg 

^0}^ D} a i4)^ 1 og 

#7)o||4 ^^^711 * 051 ^Ifloll l-(4-t-^-^^^)-3-(3-^¥-2.5.-4-oflEt 

*flofl 2. l-(4-t-^^^^)-3-(3-#^i^-4-iflEt^aW 0 >o|ii^ : i)^i-^^ 0 f 
14 *fli 

(4-t-^^^^)-3-(3-^^5LS-4-Dll^a^o>D|i L i5]^)Eli-?.£flo} go m 8 

*lH^*lH5€-0->M©S«l:£:H3 400 mg 
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E^S^otoj^^tMi^flM^ 90 mg# #**F£* *J]^5M. 



*lS^>M = 5^-p-*l#S«l;£:B3 28 g 

^l^r #100 dLo] 5] 5.^ o}^- 



(4-t-^^^!^)-3-(3-^AS-4-nfl^a , doVD|i«ll^)Eli^eflo>§ 7^0^ 2 h} 
**fl*l3ac*. ^ 0.45 mm €tt# #*}ol o^^ji uM^oj] 

1*3. D>^# ^SW- 



^Joq 4. l-(4-t-^^^^)-3-{3-^^iS-4 i4]%^iyojDl» i ,^^)Ej5l-?-^)of 
AMI *fli 

(4-t-^%«D^)-3-(3-#^iS-4-on^iyofn|2 t tQ^)Eli4-U|o} 2 g 
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28 g 

# 100 mLo] t\±r <# 



(4- t -«.^ig^)-3-(3-#^iS-4-Dfl%'y5E'dol^D|* il ^]^)^i^-£flo^ 7 \ t \o\ 
?\*M ^3 $<*\% 0.2 oud <«*U «}ol^ojl 

S| #3 nbfl§ ^51^. 



(4-t-^^^^)-3-(3-#^is-4-Dl]%^i'do^D|i il ^^)E^i^^^lo^ 2 8 

dlH^^lHS^-p-^l^^^^ 28 g 

^Mu) 20 « 
S*^1S^^d«^€#S-SL^ 0.5 8 

^l^r # 100 mLo] 



^3 <£sm. 



4. «|a##A|3 
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. 37°C°4 50 rpn2:^*H]^ ^afl^j ^ 3 nl# *H*]*}oi 0.45 00 

log Lmuisttch 5. iofl M ^ 1 ^Jfls) t|sj o|^<h^i^ 

Sofl 5. «*3$*|«t4« 

Eji^of ^-iJJ) l-(4-t-^^^^)-3-(3-^iS-4-ofl^aW o ^lint0 ; g)^ 
^^of(5}*f# 1)2} §?J 1# £m# 

-M^£^B3^ 24* S WWW 3)# 3^ ^M*} * °J§Sj 

o]# ^*>5flct. ^ -§-^ ^ 4D}£]# ^2} l?o S c>o1 A}-g.o->5ach oil 

°^*> ^ cflSj^ PE-50 #eiofl^^ «H£ ^^StjE.*! 0.5X 

cl*3>H**1i«'e#5AiM 0 ll l-(4-t-^-^^)-3-(3-#^iS-4-ml^iyoJ 
^€)fM5^1 0 H2m^ 1)# *j^Aj?J A \A\<*\ 3^*3 od^^, ^.oj, # 3 

5. ^ -r- 0 ^ 15 , 30. 60. 120 . 210 . 300 . 480^-ofl £«q 150 ^(nfoj^^. 

^ Jl^<>-!Wl3^£32flH(HPLC)3. 
3}§ c*£°1 fi 65} i 2ofl 1^14^^ ^^ofl 30] 3.^^°. S}*^ 13} uU^o} 
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-JiL ^*]o|£#(BA)7> ^ 4Hfl 3£ #7f«# ^ * SUS^. 
a 6] 





3 Hi 3 




n 


AUC (m • h/ at) 




Us * hr > 


BA it) 


(10 ng/kg) 


4 


10.25 


4.26 


0.75 


61.01 


is] $t±°4 
(10 nsAg) 


4 


2.79 


0.67 


0.50 


16.54 



i JL^?] -M-g- ^1^12}7> 7f^^7U S]%!LV\ Ojofl ^71 ##§3 ol^ofl cfl*> 



11 

n «m*i£.s ^-g-^ %ymm 




O R, 



1 

o}D|^?^^7|o|j7 . R 2 ^ ^ ^~ nfl^Al. ofl^A|. HS^^l , . 
(4-t- J?-^^l^)-3-(3-#^j2.S-4-i»ll^i'do}Dli 1 ^]^)Eli-?-«-floK 
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(4-t- Jf^H2!^)-3-(3-o1|^^?^^-4-iH|^S^o}oli 11 ^^)^i-?-yioK 
- (4-t-Jf^^^)-3-(4-iHl^'aa'doFnl« t ^a|) E | i o?floh a^Jl 
(4-t-^^-2-ol i «.^xlf}^)-3-(4-iHm^S^ofnl hl ^^)^i^£flo}. 

3J 

j^t* 4] 

H^i *5L*]# 1 20§^* ^^-m^r «MW*I 

5] 

°£^El *!^# ^3 *}£r 
6] 

H^-^]ofl^-p ^l^^^l^H^ . 2-5l£=A|n S |-p-Alt^AEej f 2 ^] cs A | 
2-tf|«*lB^ -Y . (2-^=^*1 nfl-^Al ) 
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01 a^jg. 
8] 

*fl. PH ^<tt ^*}*|. £#«*1. ^*J>fl, 3^*1. ^74] 

Al^^^l^HEJ ^H^f. £ £ - £oJH] ^-6HA1?J 41 *»J| 7}AI)oJ 

^ <g<H7j^ jiaji <§Efl^ 

3^ 10] 

*l 1« Ml^l 741 8^ ^ cH2zl *F ^ofl ojoiA-1, Eji-^W 4^*] 3j 

^71-g.Dflo}) * ^Oi^^ -g.oj, # §^ ^ Tj^. 2-g.7j£ S 
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11] 

" *i iow] <a<>ui. on^^-o] i>s#. 

12] 

*fl i<& vfl^i 8^ ^ *> si<H^. ^^1. g*n. £afl. 3^*1. 

^l^^l ^ -0}-ROj qf^*^ 

13] 

^tfl ^A}*] ^EflS] ^A>#0| qf^aj 
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